Supplementary Methods

Denaturing Cell Lysis for Western blot analysis:
To study the ubiquitination level of Cpr1, a denaturing cell lysis procedure previously described was used to minimize protein degradation 1 . Briefly, 20mL of synthetic media lacking tryptophan (SC-TRP) was inoculated with the appropriate strains and grown to an OD 600 of 0.15.
CuSO 4 was then added to a final concentration of 250µM and the strains were grown for a further 3 hours at 30:C. Benomyl (10mg/mL in DMSO) or rapamycin (2nM in ethanol) were then added and the strains grown for extra 3 hours. The cells were then harvested by centrifugation at 4000 rpm for 5 minutes (4:C) and the supernatant discarded. 10mL of ice-cold trichloroacetic acid (TCA) (20% v/v) was used to resuspend the cells followed by centrifugation at 4000 rpm for 5 minutes (4:C). The pellet cells were then frozen on dry ice and stored at -80:C until ready to bed used. To lyse the cells, the cells pellets were resuspended in 200µL of 20% TCA and transferred to a 2mL bullet tube containing ~500µL of glass beads. Cells were vortexed six times for 30 seconds with one minute on ice between each pulse. The cell lysate were transferred to a fresh tube. The glass beads were washed with 500µL of 5% TCA and added to the cell lysate.
Samples were left on ice for 20 minutes prior to centrifuging them for 15 minutes at 14000 rpm (4:C). The supernatant were then discarded and the protein pellet was resuspended in 300µL of 1X Laemmli sample buffer (60mM Tris, pH 6.8, 10% (v/v) SDS, 5% (v/v) fresh 2-mercaptoethanol, and 0.0025% (w/v) bromophenol blue) and 50µL of unbuffered 2M Tris to neutralize the pH of the lysate. The samples were then boiled at 95:C for 5 minutes and the samples further centrifuge at 14000 rpm for 5 minutes. The supernatants were collected and 5µL were used per Western blot analysis.
Chromatin Immunopurification:
Soluble chromatin was prepared from cells treated with formaldehyde and immunoprecipitated using standard procedures 2 . Chromatin prepared from TAP-tagged strains was incubated with IgG-Sepharose (Amersham). Immunoprecipitated DNA was analyzed by semi-quantitative, multiplex PCR, always including an internal control (either a region of ACT1 or a non-transcribed region of chromosome V, as indicated) for background. PCR reactions were separated on 6% PAGE, imaged, and in some cases quantified by using a Typhoon phosphoimager. For ChIP reactions that required quantification, the ratio of the experimental to the control signal for the precipitated DNA was divided by the ratio of the experimental to the control signal for the input DNA.
Computational Methods and Clusters Visualization:
To compare the preys identified between mChIP-MS purifications, hierarchical clustering of the bait interaction profiles was utilized. To do so, the similitude between every bait interaction profiles was computed using the cosine method from the preys peptide count as per Breitkreutz et al. 3 . Then, hierarchical clustering of resulting bait-bait matrix was performed with the Cluster 3.0 software (http://bonsai.hgc.jp/~mdehoon/software/cluster/software.htm) and subsequently visualized with the Java Treeview software (http://jtreeview.sourceforge.net/)
( Figure 1C and supplementary Figure S2 ). To further visualize the mChIP-MS dataset, an additional two-dimensional hierarchical clustering of the bait-prey associations was performed using preys peptide count. Clustering (Pearson correlation) was performed and visualized as heat map using the Multiple Experiment Viewer (www.tm4.org/mev.html) ( Figure 2A and Figure 3 ). Heat maps were generated at various curation levels to observe the curation impact on the mChIP dataset (supplementary Figure S3 ).
Supplemental Figures and Tables
i. Supplemental Figure S1 : Image of all successful mChIP purification resolved on 4-12% NuPAGE gradient gels with MES buffer and subsequently stained.
ii. Supplementary Figure S2 : High resolution image of the bait-bait cluster shown in Figure 1C .
iii. Supplemental Figure S3 : Heat map generated from mChIP data with various levels of curation. LGE1/BRE1/RAD6 dependent manner.
x. Supplementary Table S1 : Current literature data concerning the number of protein-protein interaction knwon for the 64 proteins manually currated in SGD to bind to DNA.
xi.
Supplementary Table S2 : Baits tested as part of this study. xvi. Supplementary Table S7 : List of strains and plasmids used in this study.
Supplementary Figure , the low confidence protein-protein interaction by Collins et al. 5 and the kinome background by Breitkreutz et al. Supplementary Figure S9 : Cpr1 is ubiquitinated in response to cellular stress in a LGE1/BRE1/RAD6 dependent manner. TCA extracted WCL from the indicated samples were resolved on a 4-12% NuPAGE gradient gel with MES buffer, transferred onto nitrocellulose and immunoblotted for TAP, myc, H3 and H3K4Me3. Higher molecular bands observed marked with asterisks correspond to mono-and polyubiquitinated moieties and are not detected in a strain which cannot form polyubiquitin chains. As previously reported 7 , deletion of lge1, bre1 or rad6 results in the loss of H3K4Me3 and is used here as a control. 
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